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m m m 

5"XhX5=-n> (DHT) iZ^m-^n. ^7.h7.^U>tthiZ^i^(D 
Engl J Med 334, 707-714, 1996)o 
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•O-D^^ (Ann Rheum Dis 55, 811-815, 1996) o 

±T CO T > H p >f^ffl itmmmm {c#^-r ^ 6^=Fmm i o ji 

a)T>Koy>^^#: (Androgen Receptor, J^TAR ^itl^ 
T^m,T So A R « 1988 ^ Chang B: 1)^ Lubahn J; 0 O jt^ 

^:^>t^D-->if$ti, X7>hny>. yDy7^5=-n>, 

^ D K^##::7 T ^ U -^mmt^ Z. t ^ ^ tl/t (science 
240,324-326, 327-330, 1988) c mmmzmtST > \^ y^ti^^m 

s^m^^mmmiz^ d jija l , a r ©3Jn;i/^ >*g-&mi^ic4tm6^;i>^":3>i^ 

U'yyjts^^ DNA MM (Androgen Response Element : ARE) \Z^ 
-&f-6c ^LT, ^6<}jie^(Dfe^:*^'Mi6$n, mRNA (D^^dt® 

(Trend in Endocrinology and Metabolism 9, 317-324, 1998) « Z (D 

ART h t vx\mp^^-^Wi<Dnm^^Mt^rz5'x hx^uy 

XX'T"Jl/CDffi#t^ (testosterone enanthate, testosterone 
propionate) 17 Q;'(a:tCy<^;PS^#Ab, 17 3 i£ ©TKitScOi^fbt:: 
=t S ^^tiik ^^^il 14 ^ 56 □ ^ (methyltestosterone, 
fluoxymesterone)7&^"S"<;0^^fflVi^nT(/i-5o iin^OT > H Py>X 
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EnglJ Med 334, 707-714, 1996) o jS^, CICDJ; O T^CT^^^n-f 

mmit^oy'u^'xy'u >i^m \z^ o , ^mT^-Tmw<D:^:»y-^ :/ 
Tb, ^mn^'^\imtmj&LxL^oz.t-/)^mm-^nx^rz (Drugs 

Aging 5, 59-80, 1994). 

:z.}m\zm.m-r^ ammM^iZ7i^mm^mmhx/\^ \^a:iri^y)ii^^ 

—7. hf^ffi{C^oJrX"ea5^i%A?)nTVi'5 (J Med Chem 31, 954- 

959, i988)c yjii^^ \^\tm^xwi^xmmmm:^^'psmtu^r:i$^xy^ 

t-^tlXl^^^ (Clin Pharmacokinet 34, 405-417, 1998)o ^ft, TiU 
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TViS (J Urol 57, 172-174, 1985; J Urol 155, 209-212, 1996), 

#^(7)jfiL4»^MflS3&^«?J 8 H iiSVi htH^WLX*. 1 B 1 IeIOS:-^7&^ Pitg 

■^Mllid^iiJf^ffl t bTig^f ^ (J New Remedies & Clinics 48, 307- 
321, 1999). 

S (The 80 Annual Meeting of The Endocrine Society, P3-126, June 

24-27, New Orleans, Louisiana, 1998)o ilOM. #7.-xn-r H14AR 

^56^*tf ^.nXVi-g) (J Urol 153, 1070-1072, 1995)o i^Ffw, M^iJ^S? 
(D^5^ V ^ T T > K o >5r >{^ffi ^il: igljff T ^ fg:^^7&^' S ^ J6 . 

V i ^ 7{>^\ -ffit^e^ (cis^ ^ nfcit-^m iit^fcMm ^tix\^^u\,^o 

2^^B^«, d CD J; -^i t'j: A R ^^^T ^^ScO?&i^*5 J:rJC?&!^W^$|£^ 
i: -r ^ ^ ii#^-r ^ i: ^ ^ o 
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R^R"^ (^4^, R^43ckt^R'^ti^n^'n5fi3iLT7K^jm^, ^^1^ 1 ~ 
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"To ) 'r®^$nTiiTfe^i/ii^mmi~907;i/^^>s&^b. z 

^^j^-^^ -0-, -OCO-> -OSO2-. -S-. -SCO-, 
-so-, -SO2-, -NR«-, -NR^CO-, -NR»S02-> - 
NR'CONH-, -NR'CSNH-> -NR'COO-^;t«-NR« 

COCO- (^4^, Rn^TKmi^^, mmwLi'^^(DT}v^)vm. mm 

~ 5 ot;i/3=^^'>t;u=^^;w*, s;^«R^°TBi!^$nTViT't>cfcViT u 
i^^. R»niMm^i~9©T;v^;ps, ^mi^ 1 - 9 (dt;1' 

H^vS, ADy>iE^, ^hPS, TU-;PS> NR"R^2 (^4^, 
R»*3J;D^Ri2J«n^'tl3a3i:UTMfeR^^|W!i;iic*$:^-rc ) . * 

T)\^^)im. ADy>0^, eJ^s>u;i/S, ^fctiR'^TBM^nxvi 

To ) ^^To Z7&^'miS'&0^'&t:i®^Rni/\Dy>J!^^^^ 
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n-yptf;i/S, -ry:7°Dt!;i/S> n->^^;i/m, ^y>^^;w^, 

t e r t - >^^;i/», sec -y'^;US, n -^>^;PS, t e r t - 

7s.)vm. 3 -^5=-;i/y'^;i/S, ^^^>5';i/S. n-^^v;i/S, 3, 

y>^h=^5^S, t e r t -^/h^^v'S, sec-yh4^>'S, n-^> 
"^Jl^^i^m. t e r t -T^;i/^^i^S, 3 - ^^;i/y* h^->S, ^1-^ 
:t^>5^;i/:^-^'>», n-^=^'>;l/^=^^vS, 3, 3-i^^^)l:fh^ 
v*, 2 -X^Jl/yh^^i^S, n-^y^;P:t^'>», 2-^5^;U^^ 
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^tf;^x;^5j^-;^s, n->^5^;^7.;^3^^-;^s, -ry:/5^;px;i/:t:— ;u 

S> t e r t -y^;i/x;uzK-;i/Si5J:t)^"s e c - :7*^;i/7.;i/:i^-;ps 

;ux > X ;i/ - ;pS7:j: i: a5 <=> n ^ c 

h^v;^;i/:i^x;i/^, t e r t V^i^t} )V^^)V^^^XSs e c- 
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h^'>:t^'9-U;PS> t e r t -:/h^'>:t^1j-U;WS> s e c -:/h 

n-^^;PT5 HS, -ry:/^;i/Ta t e r t -:/^;i/T5 HS, 
sec -:/^;i'T5 n-^>5^;WTa HS*3J:tJft e r t -T^ 

5":tS. 'iV^'^Jl^:tm. t e r t - :/5^;i/5^^iSi5cttF: s e c - 
7>;U"7^ t e r t - }l'7.)ly ^ HJI&^^ZS s e c 

otf;i/7>;i/*:xjus, n- >''5^;u7.;1/7Jnx;1/&. yy^;i/x;i/7i^x;i' 
t e r t -y^;i'7.;i/:^^x;uS*3j:tJ^s e c --f9-)l7.)l'^:i.jvm 
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'jf'^jiT.Jiy T=E-( t e r t - :7'5^;i/x;i/:7 t^t-T 
9^1/ 7=-h^p^^U'>», ^>^$'^^l/>», ^+itpt^l/>*7^c 

t -:7'h^F>'7'^^;US, s e c h^>-^^;WS, ^h^i^JL^Jim. 

xh^vx^;i/S, n -yo;}^^>'X^;us, -r yyp5}^^vx^;i/S, 
©mm ^ il5^'^iit>c © T ;u n ^ i/S;^)^^* If 6 o 

t e r t -'/5^;i/':/^5^;i/i>U;i^S, t e r t -y^Jlz^y j:.-Jl 
V U JUS^^cfctX h 'J 7 xx;i.5> U ;US;^cJ:<H;6^*^frf ^n^» 

{C« (E) (Z) #:*3<i;D^'^(D|l^#J©(.i-rnfe*^BJ{-^^$tl 
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^jyy^. Tynym.. ^)i^2.y^m.. Tx/'^y^ymm.uao^r^ 
n^c mmu!^tLxit7±hy. 2-y^^y-;i/, 2-:/aAV— 

mmm i ] 




SOR^ SO^R^i^^XSNH^(Dm^^f^^<o ) 
^ (I) X^-^tl^:^^mit^m\t. ^ (a) . (b) (c) 

^nz^omm-t^^it-fy^x^^o 

^ (a) . (b) ^jizs (c) x^-^n^it^mt-mmcDm.mtL'X 
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--j^uux.'^y. ^^it>^ ^>-if>, h;i/X>, >':t^+)->, 

;in^ODM^i§lS£j'cf:t':dt?F^bVi, 2 0-10 or^&W^ 

U < . ;S^^^rBlti 5 4 8 ^f^ffiW^ b Vie 




(la) (lb) 



TBDPSJ;iter t - >^5^;i/i/-7aix;i'v'j;i/»^^L, ^ 
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miti-h'J^A. TKWtittl^J^L,. TK^^bAU'^A, misk-^ho^A^ 

^^^tz.\t,':>v\'cm\t. ^ (I a) -r^^nsib^tit'^fLTi- 
A. 1. 2-v'^onx^>, ^^it>, ^y-My. h;i/X>, v?:^-^^ 




T^^c ) 



:^mm\\L^m(Do%. ^ (i c) T^$n^{b^#j^i, (i b) 

T^^n^ib'&tli^ (d) ^tz.\% (d' ) T-^$n^ft:^#l^. i^S 
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1 O^SfflVi^©;&W^bVio J^SJii?; (d) (d' ) TS^^n 

/70D;^:$^>, ^^DP3t?;i/A, 1, 2-z^i7UUX.^>. 1, 1, 2, 

H D :7 ^ >tsi a-fym^vi^^o Kf^umt o ~ s o "CT^^^^if ^ b < , .sjEE^nt 

TbI^ 3 0 ^J)-- 1 2 l^rBl/i>W^ b V^o 




*^B^(D'fb'&«^(^^"fe> ^ (I f) T^^^nS'fk'&J^li, ^ (I e) 

mu^f}^h\-f^n^o mt^ (le) T^$n^^b^#itc^bi~5 o 

^»fflVi^a)7!>^iff^bVio Kf6:^l^^bT(»jKJ^;j^^b<M*bJ^cJ:Vi 
^iK-cabnt^'<h< (^PS^^tiT'j:^^;^^. v^ddp<^>, ^nu-t^)\^A. 
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1, 2->?^anx^>, ^>if>. h;i/X>, >'5^-:^^it>. 




•rv^'^tzM.j-^^v'yy'rYm^^x^. z^s-nhco-, -nh 

SO2-, -NHCONH-S;^li-NHCSNH-<&^U, -?-<Dft&(D 

:*^BJ(Dib^i|^(75^-^. ^ (I g) T^$n^{b^2^(S> ^ (I f) 
T'^^n^^b^J^ch^ (e) (d' ) T'^^n^fb^^^^, «S 

(d' ) T^$n^<b^#J«^ (If) T^^n^^b^i^l'^fUTl- 

1 0 ^»fflV^^©7:)W^bVio (e) ^tz\-t (d' ) T^^tl 

^DDp<.^>, ^uui^)VJ^. 1, 2->>~^nDX^>. 1. 1. 2. 
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[®ljt^ 6 ] 




HSR 

(f) 



3" 




Y-Z^-R^' 



:^^m(Dit'^i^<D-o%. ^ dm) T-Tr^-^tl^it'^mt. SC: ( I k) 

-e^^n^'fb'&i^ii:^ (f) x'^-^n^it-^m^. m^w^T^tMm 

^m^f^n^o ^ (f) T^^n^ik-^tjJt^ (i k) T^^n^fb-^ 
xit:^KJt-^mv<m.m\^rii^^mmx$>n\tt<\zm^-^tiui^f)^. 

i7Dp^37>, /7pp4n;1/A, 1, 2->^^Pnx^>> 1, 1, 2, 
2 -5^h^^aDX^>, h;i/X>, v^^;i/^;i/Ay^ h\ -xh^t 
H n :7 ^ >;^cC aMiff"^ b Vi„ Sit^^aSfl 0 ~ i 0 0 r ;^>W^ Kf^- 
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mw$>^o ) 

:^%m<D\\:^m(Do%. ^ (In) T^^n^lL'&tKl, ^ dm) 

^!7UU^MM^ts.Eifi^\i^n^o mi\Lm\t.^ dm) i:m-^n^it 

D^^>, iJ7Dn7f;;UA, i, 2 -i/ii? dox5'>. i, i, 2, 2- 

7?^>7^ci:cif;6W^L</io JSf&^S^i- 2 0 ~ 1 0 0 U < > 




:^mM(Dit^m(Do-^. ^ iiv) •v^-^n^it'^mt. ^ d o) 
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^ do) T^^n^ik^^jtd^b 1-5 o^»^ffl-r^(^)7&w^bvio 

mmhrzmmxmm-^n^^^^mit'^mitm.mit'^^. torn, to 
mu!^hL < tiXiS7 y -jimmtiiao&mmmfa'^^rzi^^^m^mo)!^ 
ntvx^mmm-^ti^o :^mmit'^m(Dmm^mz$^^-^n^mt'^ 

it. ^m^i-m^ u-^ h ^^^y 4 ~-u^(Dit^miiF^mmvxniDrL^. 
^rzyt^m\imtmmummit^^^mi^'r^ z-hz^d. ^rzit^± 

L-TfflViTE^, x5"D-r \^^^wmBM^tz\%ARmmmtt^^t: 
■mx^. (DARmmmm(D^m^^zjf^mmizm<mm-r^ z. t.ifix 
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mm. ^m. ^i^wmm. mm. aids^^) , ^mnm. mmt:i^^ 

mm±m. ^mtm. -^m. mm&. ^m&. 

9, 56, 60, 65, 66, 67 (Dit^m^&H^Zh:^^^^^^ 
±$^B<Dmm\ZMLXlit. :^mm(D ART >^ziiLX hf^ffl^WT-S 

it^m^m\^^^^t-/)^x^. mpLit. ^.Tiz^-rmmme. 7, s, 9. 

13, 19, 20, 21, 29, 35, 40, 53, 6 2 (Dif^i^^^ 

:^mM(Dmmit. z.n^(DAR mmmm. \zMi.xjj:<mmT^^tf)^ 
T^, s/i, :izizifm^riXi^uummizMLxh. ARom^mm 
^m^^rz\tn^'jki^^t'^n^m'^x$>nit. :^^m(Dmm^mm'r^ 

:it-/)^x^^o 

:$imM<Dmm\t. mn^rcmmn}.z^r)^^t^z.t^^x^. ±# 
^■^mxs-o x^mm^-^mx$>'o t t j; vi„ 
^fc. mmhmzmm-^rir. i^4-mmzjt^cxm.^m^-r^:itf)^ 
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-e#s. m^it. ^m. ti-f^jvm. m^^s mmm. mmm. ^xm. 
$>cw> ifif^f^j. T.zrv-n. y;w^j. M.wn. mm. m^ms^Ett^^ 

^^imi. mmm. mmm, "tommm^mzm^^-^n^ 

U >^#^<D1 B^fcOOS-^S.hbTm^aO. 0 1^10 Omg/'k 

(DUisLmm\z^\-y^Ty\^u^>^^w^'ifr^mm.<Dmm\z^m\^T 

fcC43. »H-NMR7«^^57 h;Wli, 7^ h ^^^;i'>'^ > (TMS) ^ 
F*>lgB^2p^:L, J NM-EX2 7 OMT.^^ h;U^-^- (2 7 0MH 

2-^^)V-2- (8-:=.ho-3a, 4, 5, 9b -5^ 
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>-l-:t-)V(Dmm. 



"Me Me 

h^jyjl^uwms. 5ml <&T-fehr.hiJ;U7 Om nci^j^L. tH 

'H-NMRCCDClg) 5 0$. : 7.85(s, IH), 7.84(d, J = 8.9Hz, IH), 6.47(d, J 
= 8.9Hz, IH), 5.96(brs, IH), 5.78(brs, IH), 3.98(d, J = 9.9Hz, IH), 
3.64(d, J = 10.6Hz, IH), 3.55(d, J = 10.6Hz, IH), 3.54(d, J = 2.3Hz, 
IH), 2.87(ddt, J = 2.3, 8.2, 9.9Hz, IH), 2.48(dd, J = 9.9, 15.5Hz, IH), 
2.26(dd, J = 8.2, 15.5Hz, IH), l.ll(s, 3H), 0.96(s, 3H). 
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m 1 



1 W I w: 







R« 


R» 


*H-NMR d : 


2 


3-NOj 


H 


TBDPS 


(CDCla) : 7.86(d, J = 2.6Hz, IH), 7.78 
(dd, J = 2.6, 8.9Hz, IH), 7.48-7.30(m, 
6H), 6.19(d, J = 8.9Hz, IH), 5.95(d, J = 
2.6Hz. IH), 5.92(8, IH), 5.77(br8. IH), 
3.97(d, J = 6.3Hz, IH), 3.61(d, J = 
9.9Hz, IH), 3.56(d, J = 2.0Hz, IH), 
3.44(d, J = 9.9Hz, IH), 2.83(dt, J = 
10.2, 6.3Hz, IH), 2.47(dd, J = 10.2, 
13.5Hz, IH), 2.22(ddd, J = 2.6. 6.3, 
13.5Hz, IH), 1.14(8, 9H), 1.11(b, 3H), 
0.87(8, 3H). 


3 


3-CN 


H 


TBDPS 


(CDCla) : 7.70-7.60(m, 4H), 7.48- 
7.34(m, 6H), 7.11(d, J = 8.3Hz, IH), 
6.27(d, J = 8.3H2, IH), 5.86(br8. IH). 
5.75(br8, IH), 3.93(d, J = 7.3Hz, IH), 
3.59(d, J = 9.9Hz, IH), 3.49(d, J = 
1.7Hz, IH), a.41(d, J = 9.9Hz, IH), 
2.81(dt, J = 9.9, 7.3Hz, IH), 2.49(dd, J 
= 9.9, lo.oilz, IH), 2.19(dd, J = 7.3, 
15.8Hz. IH), 1.12(8, 9H), 1.09(8, 3H), 
0.85(8, 3H). 


4 


3-NOj 


1-OH 


TBDPS 


(CDCI3) : 7.64(d, J = 6.3Hz. 4H), 7.46- 
7.30(m, 7H), 6.52(d. J = 8.6Hz, IH), 
5.72-5.62(m, 2H), 4.77(d, J = 8.9Hz. 
IH), 3.53-3.40(m, 4H), 3.02-2.9 l(m, 
IH), 2.61-2.51(m, IH). 2.23-2.12(m, 
IH), 1.08(8, 9H), 1.06(8, 3H), 0.85(8. 
3H). 


5 


2-NO2 


1-OH 


TBDPS 


(CDCI3) : 7.73-7.55(in, 5H), 7.46-7.31 
(m, 7H), 5.95(brs. IH). 5.75- 5.73(m, 
IH), 6.69(brs, IH), 3.97(d, J = 7.6Hz, 
IH), 3.60(br8, IH), 3.56(d, J = 10.2Hz, 
IH), 3.46(d, J = 10.2Hz, IH), 2.87(q, J 
= 8.6Hz, IH), 2.52.2.43(m, IH), 2.25- 
2.16(m, IH), 1.09(8, 9H), 1.07(8, 3H), 
0.93(8, 3H). 
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6 




H 


CHjOMe 


(CDCl^ : 7.86(8, IH), 7.84(d, J= 8.6Hz, 
IH), 6.45(d, J = 8.6H2, IH), 5.9e(ddd, J 
= 1.7, 2.3, 5.6Hz, IH), 5.77(dd. J= 1.0, 
6.6Hz, IH), 5.65(b, IH), 4.68(d. J = 
6.6Hz, IH), 4.63(d, J = 6.6Hz, IH), 
3.99(d, J = 8.3Hz, IH), 3.52(d, J = 
2.OH2, IH), 3.49(d, J = 2.0az. IH), 
3.36(8, 3H), 3.35(d, J = 9.2Hz, IH), 
2.87(dt, J = 10.2, 8.3Hz, IH). 2.48(ddd, 
J = 2.3, 10.2. 15.5Hz. IH). 2.26(ddd. J 
= 1.7, 8.3. 15.5Hz, IH). 1.11(8. 3H), 
1.00(8. 3H). 


7 


4.N0, 


H 


H 


(CDQa) : 7.12(dd, J = 1.3, 8.3Hz, IH), 
7.00(t, J = 8.3Hz, IH), 6.74(dd, J = 1.3, 
8.3Hz, IH), 5.73(dd, J = 1.3, 4.3Hz. 
IH). 5.62(ddd, J = 1.7, 2.3, 4.3Hz, IH), 
5.13(8, 3H). 4.e5(d, J = 7.3Hz. IH), 
3.59(d, J = 10.9Hz, IH), 3.54(d, J - 
10.9H2, IH), 3.41(d, J = 2.3Hz, IH). 
2.95 (ddt, J = 2.3, 9.9, 7.3Hz, IH). 
2.69(ddd, J = 2.3, 9.9, 15.8Hz, IH), 
2.22(ddd, J = 1.7, 7.3, 15.8Hz, IH), 
1.08(8, 3H), 0.97(8, 3H). 


8 


4-CN 


H 


H 


(CDCla) : 6.98(d, J = 4.6Hz, 2H), 6.75 
(t, J = 4.6Hz, IH), 6.20(br8, IH), 5.77 
(bre, IH), 4.24(d, J = 8.3Hz, IH), 
3.55(8, 2H), 3.30(8, IH), 3.02(dq, J = 
2.3, 8.3Hz, IH), 2.66(dd, J = 8.3. 
15.5Hz, IH), 2.28(dd, J = 8.3, 15.5Hz, 
IH). 1.09(8, 3H). 0.97(8, 3H). 


9 


3-NO2 


H 


Me 


(CDCl^ : 7.86-7.82(m, 2H), 6.44(d, J = 
9.6Hz, IH), 5.96(ddd, J = 1.7, 3.0, 
5.9Hz, IH), 3.97(d, J = 8.3Hz, IH), 
3.49(d, J = 1.7Hz, IH). 3.38(8, 3H). 
3.35(d. J = 9.2H2, IH), 3.18(d, J = 
9.2Hz, IH), 2.84(dt, J = 10.2, 8.3Hz, 
IH), 2.47(ddd, J = 2.3, 10.2, 15.8Hz, 
IH), 2.24(dd, J = 8.3. 15.8Hz, IH), 
1.09(8, 3H), 0.96(8, 3H). 


10 


3.CN 


H 


Me 


(CDQa) : 7.18.7.15(m, 2H), 6.47(d, J = 
8.9H2, IH), 5.87(ddd, J = 1.7, 3.0, 
o.oriz, Iri), 0.7o(aa, J = l.o, 4.3rlz, 
IH), 5.44(8, IH), 3.92(d, J = 8.3H2, 
IH), 3.42(d, J = 2.3Hz, IH), 3.36(s, 
3H), 3.32(d, J = 8.9Hz, IH), 3.17(d, J = 
8.9Hz, IH), 2.82(dt, J = 9.9, 8.3Hz, 
IH), 2.49(ddd, J = 2.3, 9.9, 15.8H2, 
IH), 2.21(ddd, J = 1.3, 8.3, 15.8Hz, 
IH). 1.07(8, 3H). 0.93(8, 3H). 
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11 


3.N0, 


H 


Et 


(CDCla) : 7.86(8, IH), 7.84(d, J= 9.9H2, 
IH), 6.40(d, J = 9.9Hz. IH), 6.16(8, 
IH), 5.96.5.95(m, IH), 5.77(8, IH), 
3.97(d, J = 7.9Hz, IH), 3.54- 3.44(m, 
3H), 3.38(d, J = 8.9, IH), 3.23(d, J = 
8.9Hz, IH), 2.84(dt, J = 10.2, 7.9Hz, 
IH), 2.47(ddd, J = 2.3, 10.2, 15-8Hz, 
IH). 2.24(dd, J = 7.9. 15.8Hz, IH), 
1.26(t, J = 6.gHz, 3H), 1.10(8, 3H), 
0.94(8, 3H). 


12 


3-CN 


H 


Et 


(CDQa) : 7.18.7.15(m, 2H), 6.43(d. J = 
8.9Hz, IH), 5.86(t, J = 2.6Hz, IH), 
5.76-5.72(m, 2H), 3.92(d, J = 7.6Hz, 
IH). 3.48(q, J = 6.9Hz, 2H), 3.40(d. J - 
2.0Hz. IH), 3.35(d, J = 8.9Hz, IH), 
3.20(d, J = 8.9Hz, IH). 2.82(dt. J = 
10.2, 7.6Hz, IH). 2.60(ddd. J = 2.0. 
10.2, 15.8Hz, IH), 2.22(ddd, J = 1.0, 
7.6, 15.8Hz, IH), 1.24(t, J = 6.9Hz. 
3H). 1.08(8, 3H), 0.92(8, 3H). 


13 


a-NOs 


H 


Bn 


(CDCla) : 7.84(8, IH), 7.81(d, J= 8.9Hz, 
IH), 7.42-7.29(m, 5H). 6.23(d, J = 
8.9Hz, IH), 5.97(8, IH), 5.95(ddd, J = 
1.7, 2.3, 5.6Ha, IH), 5.75(d, J = 5.6Hz, 
IH), 4.52(8, 2H), 3.97(d, J = 8.2Hz, 
IH), 3.61(d, J = 2.3Hz, IH), 3.46(d. J = 
8.9Hz, IH). 3.32(d, J = 8.9Hz, IH), 
2.84(dt, J = 9.9, 8.2Hz, IH), 2.46(ddd, 
J = 2.3, 9.9, 15.8Hz, IH), 2.23(dd. J = 
8.2. 15.8Hz, IH). 1.12(8, 3H), 0.96(s, 
3H). 


14 


3-CN 


H 


Bn 


(CDCl^ : 7.41-7.27(m, 5H), 7.17(8, IH), 
7.13(d, J = 8.3Hz, IH), 6.28(d, J = 
8.8Hz. IH), 5.85(ddd, J = 1.3, 2.0, 
5.6Ha, IH), 5.74(d, J = 5.6Hz. IH), 
5.65(8, IH), 4.51(8, 2H). 3.g2(d. J = 
8.3Hz, IH), 3.62-3.49(m. 2H). 3.30(d. J 
= 8.9Hz, IH). 2.82(dt, J = 9.9, 8.3Hz, 
IH), 2.48(ddd, J = 2.0, 9.9, 15.5Hz, 
IH), 2.21(ddd. J = 1.3. 8.3. 15.5Hz, 
Irl), l.IU(8, Ari), 0.w4(s, orl). 


15 


3-COOH 


H 


H 


(DMSO-de) : 11.97(s. IH). 7.47(8. IH), 
7.41(d, J = 8.3Hz. IH), 6.67(d, J = 
8.3Hz, IH), 5.91(brs, IH), 5.66(brs, 
IH), 4.93(brs, IH), 3.90(d, J = 78.3Hz, 
IH), 3.36-3.26(m, 3H). 2.77(dd, J = 8.3, 
17.5Hz, IH), 2.63-2.27(m, IH), 
2.18(dd, J = 8.3, 14.4Hz, IH), 0.94(s, 
3H), 0.88(8, 3H). 
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16 


3-SMe 


H 


H 


(CDCI3) : 7.01(8, IH), 7.00-6.95(m, IH), 
6.63(d, J = 8.3Hz, IH), 5.92- 5.86(m. 
IH), 6.75-5.72(m. IH), 3.96- 3.92(m, 
IH), 3.58(d, J = ll.OHz, 2H), 3.49(d, J 
= ll.OHz. IH). 3.35(d, J = 1.7Hz, IH), 
2.86(ddd, J = 2.3, 8.3. 18.0Hz, IH), 
2.65-2.52(ni, IH), 2.40(8, 3H), 2.31- 
2.21(m. IH). 1.05(8, 3H). 1.00(8. 3H). 


17 


3^0Me 


H 


H 


(CDCl)i> : 7.27.7.23(m, IH). 7.16(dt, J = 
1.7, 8.3Hz, IH), 6.57(dd, J = 8.3, 
12.0Hz, IH), 5.90(br8, IH), 6.74(brB, 
IH), 3.99(d, J = 7.9Hz, IH), 3.63(e, 
IH), 3.52(8. IH), 3.42(d. J = 4.0Hz, 
IH). 2.92-2.81(m. IH). 2.67(8. 3H). 
2.60-2.49(m. IH), 2.29-2.20(m, IH), 
1.08(6, 3H), 0.95(8, 3H). 


18 


S-SOjMe 


H 


H 


(CDCla) : 7.45-7.39(m, 2H), 6.65(d, J = 
8.6Hz, IH), 5.92(br8. IH), 5.76(br8, 
IH), 3.99(br8, IH). 3.57-3.47(m, IH), 
2.98(8, 3H). 2.98-2.85(m, IH), 2.66- 
2.45(m, IH). 2.29.2.19(m. IH). 1.26(8, 
3H). 1.09(8. 3H). 
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m. 2 






R' 


R* 


'H-NMR (CDClj) 0 : 


19 


NOj 


Me 


7.88-7.84(m, 2H). 6.54(d. J = 9.2Hz, IH), 5.99-5.97(m, 
IH). 5.78-5.76(m. IH), 4.84(brB, IH), 4.02(d, J = 8.3Hz, 
IH), 3.63(d, J = 2.6Hz, IH). 3.23(8, 3H), 2.81-2. 75(m, 
IH). 2.51-2.42(m, IH), 2.22-2.16(m. IH), 1.27(8, 3H), 
1.22(8. 3H). 


20 


CN 


Me 


7.21(8, IH), 7.19(d, J = 8. 6 Hz, IH), 6.55(d, J = 8.6Hz, 
IH), 5.91-5.89(m, IH), 5.77-5.75(m, IH), 4.53(br8, IH), 
3.96(d, J = 8.3Hz. IH). 3.57(d, J = 2.2Hz. IH), 3.22(8, 
3H), 2.85.2.71(m, IH), 2.52-2.43(m, IH), 2.22-2. 14(m. 
IH), 1.25(8, 3H), 1.21(8, 3H). 


21 


NO2 


Bn 


7.88-7.82(m, 2H), 7.41.7.27(m, 5H), 6.47(d, J = 8.9Hz, 
IH), 6.00(ddd, J = 1.7, 2.3, 6.5Hz, IH), 5.78(d, J = 
5.6Hz, IH), 4.90(s, IH), 4.51(d. J = H.2Hz, IH), 4.45(d, 
J = 11.2Hz, IH), 4.04(d, J = 8.2Hz, IH), 3.76(d, J = 
2.3Hz, IH), 2.85(dt, J = 10.2, 8.2Hz, IH), 2.49(ddd, J = 
2.3, 10.2, 15.8Hz, IH), 2.23(ddd, J = 1.7, 8.2. 15.8Hz, 
IH), 1.40(5, 3H), 1.33(8, 3H). 


22 


CN 


Bn 


7.65-7.16(m, 7H), 6.49(d, J = 8.3Hz, IH), 5.91(ddd, J = 
1.7, 2.3, 5.6Hz. IH). 5.76(dd, J = 2.3, 5.6Hz, IH), 4.60(s, 
IH), 4.50(d, J = 11.2Hz. IH), 4.44(d, J = II.2H2. IH), 
3.99(d, J = 8.3Hz, IH), 3.70(d, J = 2.3Hz, IH), 2.83(dt, J 
= 9.9, 8.3Hz, IH), 2.50(ddd, J = 2.3, 9.9. 14.2Hz, IH), 
2.20(ddd, J = 1.7, 8,3, 14.2Hz, IH), 1.39(6, 3H). 1.32(8, 
3H). 
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m 3 




#^ 








Z 




»H-NMR(C3DCaa) S : 


23 




Me 


Me 


oco 


Me 


(CDCla) : 7.88(8. IH), 7.86(d, J = 
9.2Hz, IH), 6.49(d, J = 9.2Hz, 
IH), 5.69(d, J = 5.5Hz, IH). 
5.77(d, J = 5.6H2, IH). 4.12(d, J = 
11.2Hz, IH), 4.00(d, J = 8.3Hz, 
IH), 3.87(d, J = 11.2Hz. IH), 
3.50(d, J = 2.3Hz, IH), 2.89(dt, J 
= 9.9. 8.3Hz, IH), 2.47(dd, J = 
9.9, 15.8Hz. IH), 2.27(dd, J = 8.8, 
15.8Hz, IH), 2.01(8, 3H), 1.09(s, 
3H). 1.08(8, 3H). 


24 




H 


H 


NHCOO 


Bu' 


7.71-7.66(m, 2H), 6.35(d. J = 
9.6Hz, IH), 5.70-6.68(m, IH), 
5.56.5.54(m, IH), 3.79(d, J = 
7.3Hz, IH), 3.49-3.34(m, 2H), 
3.07-2.97(m, IH), 2.68-2,59(m, 
IH), 2.26-2. 13(m, IH), 1,58(8, 
9H). 1.56-1.46(m, 2H). 


25 


NO2 


Me 


Me 


NHCOO 




7.86-7.82(in, 2H), 6.58(d, J = 
8.6Hz, IH), 5.96-5.94(m, IH), 
5.77-5.74(m, IH), 4.84(br8, IH), 
4,70(in, IH). 3.98(d, J = 8.6Hz, 
IH), 3.46-3.34(m, 2H), 2.92- 
2.84(m, 2H), 2.54-2.44(m, IH), 
2.31-2.23(m, IH), 1.34(6, 9H), 
1.03(8, 3H). 0.99(8, 3H). 


26 


CN 


Me 


Me 


NHCOO 


Bu' 


7.19(8, IH), 7.17(d, J = 7.9Hz. 
IH), 6.64(d, J = 7.9Hz, IH), 5.88- 
5.85(m, IH), 5.76-5.74(m, IH), 
4.69(br6, IH). 3.98(d, J = 7.9Hz, 
IH), 3.42.3.38(m, IH), 3.27(brs, 
IH), 2.92-2.81(m. 2H), 2.55-2.46 
(m, IH), 2.30-2.21(m, IH), 1.35 
(8, 9H), 1.01(8, 3H), 0.99(8, 3H). 
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27 


NOj 


H 


H 


S 


Me 


7.90(8, IH), 7.85(dd, J = 2.3, 
8.9Hz, IH), 6.64(d, J = 8.9Hz, 
IH), 6.90(br8. IH). 5.79(brs. IH), 
4.00(d, J = 8.6Hz, IH), , 3.66(dt, 
J = 3.3, 6.6Hz, IH), 2.86(ddd, J = 
3.3, 8.6, 17.0Hz, IH), 2.77-2.57 
(m, 2H), 2.58-2.39(m, IH), 2.28 
(dd, J = 8.6, 17.0Hz, IH), 2.17(8, 
3H). 1.91-1.81(m, 2H). 


28 


NO2 


Me 


Me 


S 


Ph 


7.87-7.81(m, 3H), 7.39-7.35(in, 
2H), 7.30-7. 18(m, 2H), 6.42(d, J = 
8.9Hz, IH), 5.96(brB, IH), 
5.77(brs, IH), 4.48(brg, IH), 
3.99(d, J = 8.9Hz, IH). 3.63(br8, 
IH), 3.10(d, J = 12.5Hz, IH), 
3.03(d, J = 12.5Hz, IH), 3.01- 
2.91(m, IH), 2.52-2.40(m, IH), 
2.30-2.20(in. IH), 1.17(e, 6H). 


29 


NOj 


Me 


Me 




CI 


7.88-7.84(111, 2H), 6.54(d, J = 
8.6Hz, IH), 6.97(br8, IH), 5.77 
(bre, IH), 4.43(br8, IH), 4.02 (d, J 
= 7.9Hz, IH), 3.64(d, J = 2.3Hz, 
IH), 3.56(d. J = II.OH2. IH), 
2.52(d, J = ll.OHz. IH), 2.93(q, J 
= 8.3Hz, IH), 2.47(ddd, J = 2.3, 
10.0, 15.0Hz, IH), 2.25 (dd, J = 
6.6, 8.3Hz, IH), 1.18(8, 3H), 
1.14(8, 3H). 


30 


NO2 


Me 


Me 




Br 


7.88-7.85(m, 2H), 6.55(d, J = 
8.9Hz, IH), 5.97(br8, IH), 5.77 
(bra, IH), 4.33(br8, IH), 4.03(d, J 
= 7.6Hz, IH), 3.64(br6, IH), 3.52- 
3.43(m, 2H), 2.96(dd, J = 7.9. 
17.5Hz, IH), 2.52-2.43(111, IH), 
2.26(dd, J = 4.9, 14.5Hz, IH). 
1.21(8. 3H). 1.18(8, 3H). 
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m 4 






i 


R3 


iH-NMR (CDCla) 6 : 


31 


0 


Me 


8.22(d, J = 2.6Hz, IH), 7.90(dd, J = 2.6, 9.2Hz, IH). 
6.42(d, J = 9.2Hz, IH). 5.99(br8, IH), 5.13(d, J = 7.3Hz, 
IH), 3.94-3.74(m, 2H), 3.60(d, J = 2.3Hz, IH). 3.39(8. 
3H), 3.36(d, J = 9.2Hz, IH), 3.16(d. J = 9.2Hz. IH). 
2.16(q, J = 9.6Hz, IH), 1.96-1.87(m, 2H), l.ll(s, 3H). 
0.96(8, 3H). 


32 


0 


Bn 


8.21(d, J = 2.3Hz, IH). 7.87(dd, J = 2.3, 8.9Hz, IH), 
7.43-7.30(m, 5H), 6.22(d, J = 8.9H2, IH), 6.10(brs, IH), 
5.1l(d, J = 7.3Hz, IH), 4.53(8, 2H), 3.88(q, J = 7.9H2, 
IH), 3.77(q, J = 6.9Hz. IH), 3.6l(d, J = 2.3Hz, IH), 
3.46(d, J = 8.9Hz. IH), 3.33(d, J = 8.9Hz. IH). 2.6 l(q, J 
= 7.3Hz. IH). 1.95-1.86(m, 2H), 1.14(8. 3H), 0.97(8. 3H). 


33 


1 


Me 


8.23(d, J = 2.6Hz, IH), 7.94(dd, J = 2.6. 8.9Hz, IH). 
6.43(d, J = 8.9Hz, IH). 5.89(br8. IH). 6.01(d, J = 5.6Hz, 
IH), 3.66-3.60(m. IH), 3.49-3.34(m, IH), 3.37(s, 3H), 
3.32(d, J = 8.9Hz, IH), 3.17(d, J = 8.9Hz, IH), 
2.27-2.24(m. IH). 1.84-1.49(m, 5H). 1.13(8, 3H), 0.98(8, 
3H). 


34 


1 


Bn 


8.25-8.23(m, IH), 7.90(dd. J = 2.3, 8.9Hz, IH). 
7.45-7.3l(m, 5H), 6.20(d. J = 8.9Hz. IH), 5.01(d, J = 
5.3Hz, IH), 4.90(d, J = 5.3Hz, IH), 4.59(d, J = 11.9Hz. 
IH). 4.51(8, IH). 4.44(d, J = 11.9Hz. IH). 3.66-3.62(m. 
IH), 3.49-3.30(m, 2H), 3.29-3. 16(m, 2H), 2.28-2.06(m, 
IH). 1.80-1.34(m. 3H). 1.16(8, 3H), 0.98(s. 3H). 



[^Mf!j3 5] 4- (2 - t Hd=^-S-- 1 , 1' ->5^5^;i/-X5=-;U) 



-3a, 4, 5, 9 b-T^h^h HD- 3H-v^p^>^ [c] 




»!j 3 ©ib'&i^ 6 . 7 5 g^-T^h^ t Fn-7^>6 Om 1 tC^^L, 
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omi^ox:'vm^rco ot:TiPtKJti^bfc^, mm^mBrf^^L 

>:@^^X^;i/=2 : 1) T^tiSlL, mmit^^3. 6 s^mzo mit 

'H-NMRCCDClg) d m : 7.19(s, IH), 7.17(d, J = 7.9H2, IH), 6.50(d, J 
= 7.9Hz, IH), 5.87(brs, IH), 5.77(brs, IH), 3.93(d, J = 8.2Hz, IH), 
3.60(d, J = 10.6Hz, IH), 3.53(d, J = 10.6Hz, IH), 3.47(brs, IH), 
2.86(dt, J = 9.9, 8.2Hz, IH), 2.50(dd, J = 9.9, 15.8Hz, IH), 2.25(dd, J 
= 8.2, 15.8Hz, IH), 1.09(s, 3H), 0.96(s, 3H). 

wr^ mmm s 5 tmmzLxmmm 3 e ~ 3 9 iz^-nt^i^^mm. 



m. 5 




#^ 




iH-NMR <5 : 


36 


2-N02 


(CDCI3) : 7.37(d, J = 8.9H2, IH), 6.45(d, J = 8.9H2, IH), 
5.68(br8, IH), 4.80(d, J = 8.9Hz, IH), 3.6l(d, J = 10.9Hz, IH), 
3.49(d, J = 10.9Hz, IH), 3.30(br8, IH), 2.98(q, J = 8.3Hz, IH), 
2.62-2.50(m, IH), 2.25(dd. J = 8.3. 15.2Hz, IH), 1.05(s, 3H), 
1.03(s, 3H). 


37 


3-NO2 


(DMSO-ds) : 10.12(s, IH), 7.45(s, IH), 7.32(s, IH), 6.45(s, 
IH), 5.99(br8, IH), 5.7 l(d, J = 5.3Hz, IH), 5.25(t, J = 4.6H2, 
IH), 3.96(d, J = 7.9Hz, IH), 3.44(s, IH). 3.44-3.28(m, 2H). 
2.81(q, J = 8.6Hz. IH), 2.60-2.45(m. IH). 2.39-2.19(m, IH), 
1.03(s. SH). 0.89(s. 3H). 
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^ 6 



O2N 




" Me Me 





i 


»H NMR(CDCl3) 6 : 


38 


0 


8.22(d, J = 2.6H2, IH), 7.80(dd, J = 2.3, 8.9Hz, IH), 6.45(d, J = 
8.9Hz, IH), 6.02(brs, IH), 5.13(d, J = 7.3Hz, IH), 3.90(q, J = 
8.3Hz. IH), 3.79(q, J = 7.3Hz, IH), 3.65(d, J = 10.3Hz, IH), 3.64(d, 
J = 2.3Hz, IH), 3.56(d, J = 10.3Hz, IH), 2.64(q. J = 9.6Hz, IH), 
2.17-1.90(m, 2H), 1.13(s, 3H), 0.97(8, 3H). 


39 


1 


8.23(d, J = 2.6Hz, IH), 7.93(dd, J = 2.6, 9.2Hz, IH), 6.43(d, J = 
9.2Hz, IH), 5.92(br8, IH), 5.02(d, J = 5.3Hz, IH), 3.67-3.43(m, 
3H), 2.30-2.26(m, 2H), 1.85-1.49(m. 5H), 1.15(s, 3H), 0.99(s, 3H). 



[||jg^j40] Wm2- (8-vT/-3a, 4, 5, 9b-T-h^t 

FD- 3 H->/^n^>^ [c] u >-4-'i';i^) -2-^^;i^- 



o 

"Me Me 

^ij 3 5 (Dit-^m 1 . 7 4 g ^ t: U v> 2 0 m 1 tC^^U. 4S7X|^ 

4^1t> : B^^X5^;i/=4 : 1) T^S^b, 1 . 1 g &t#feo 

^H-NMRCCDClg) (5 fit : 7.21(s, IH), 7.20(d, J = 8.3Hz, IH), 6.52(d, J 
= 8.3Hz, IH), 5.87(brs, IH), 5.77(brs, IH), 4.38(s, IH), 4.10(d, J = 
11.2Hz, IH), 3.95(d, J = 7.9Hz, IH), 3.86(d, J = 11.2Hz, IH), 3.43(brs, 
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IH), 2.87(d, J = 7.6Hz, IH), 2.49(dd, J = 9.9, 15.2Hz, IH), 2.25(dd, J 
= 7.6, 15.2Hz, IH), 2.11(s, 3H), 1.07(s, 6H). 

OT. mmm4 o Lmm\zLxmmm4 1-4 8 iz^-nt-^i^^mm. 

m 7 



02N 






z 






41 


OCO 


Et 


7.88(8. IH), 7.86(d, J = 8.6Hz, IH), 6.49(d, J = 
8.6Hz, IH), 5.96(br8, IH), 5.78(br8. IH), 4.73(s, 
IH), 4.14(d, J = 11.2Hz, IH), 4.00(d, J = 7.9Hz, 
IH), 3.87(ti, J = 11.2Hz, IH), 3.49(brs, IH), 
2.89(q, J = 7.9Hz. IH), 2.53-2.47(in. IH), 2.41(q, 
.T = 7 fiH7 lU) 9 *iR(i\A -T = 7 Q Id SH? IwS 

1.18(t, J = 7.6Hz, 3H). 1.09(s. 6H). 


42 


oco 




7.88(8, IH), 7.87(d, J = 7.9Hz, IH). 6.48(d, J = 
7.9Hz, IH), 5.96(dd, J = 3.0, 4.3Hz, IH), 5.77(d, 
J = 4.3Hz, IH), 4.75(s, IH), 4.14(d, J = 11.2Hz, 
IH), 4.00(d, J = 8.3Hz, IH), 3.86(d, J = 11.2Hz, 
IH), 3.60(d, J = 1.7Hz, IH), 2.89(q, J = 8.3Hz, 
IH), 2.62(q, J = 6.9Hz, IH), 2.49(dd, J = 8.3. 
15.5Hz, IH), 2.28(dd, J = 8.3, 15.5Hz, IH), 
1.22(d, J = 6.9Hz, 3H). 1.21(d. J = 6.9Hz, 3H), 
1.09(s, 6H). 


43 


oco 




7.88(s, IH). 7.86(d, J = 8.9Hz, IH), 6.49(d, J = 
8.9Hz, IH), 5.95(brs, IH), 5.78(br8, IH), 4.73(s. 
IH), 4.14(d, J = 11.6Hz, IH), 3.99(d, J = 9.6Hz, 
IH), 3.86(d, J = 11.2Hz, IH). 3.49(d. J = 2.3Hz. 
IH), 2.89(q, J = 9.6Hz, IH), 2.47(dd, J = 9.6, 
15.2Hz, IH), 2.37{t, J = 7.3Hz, IH), 2.27(dd. J = 
9.6, 15.2Hz, 2H), 1.69-1.60(m, 2H), 1.47-1.16(in, 
2H), 1.08(s, 6H). 0.92(t. J = 7.3Hz, 3H). 


44 


oco 




7.88(s, IH), 7.86(d, J = 9.2Hz, IH), 6.49(d, J = 
9.2Hz. IH). 5.95(brs, IH), 5.77(br8. IH), 4.67(s, 
IH), 4.13(d. J = 11.6Hz, IH), 3.99(d, J = 8.6Hz. 
IH), 3.84(d, J = 11.6Hz, IH), 3.49(brs, IH), 
2.89(dt, J = 9.9, 8.6Hz, IH), 2.47(dd, J = 9.9, 
15.2Hz, IH). 2.27(dd, J = 8.6, 15.2Hz. IH), 
1.25(8, 9H), 1.09(8, 6H). 
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45 


oco 


Ph 


8.02(d, J = 7.3Hz, 2H), 7.87(s, IH), 7.84(dd, J = 
2.6, 8.9Hz, IH). 7.62(t, J = 7.3Hz, 2H), 
7.59-7.45(m, 2H), 6.43(d, J = 8.9Hz, IH), 5.96(d, 
J = 2.0Hz. IH), 5.79(brs, IH). 4.75(8, IH), 
4.36(d, J = 11.2Hz, IH), 4.17(d, J = 11.2Hz, IH), 
4.01(d, J = 8.3Hz, IH), 3.60(d, J = 2.3Hz, IH), 
2.95(q, J = 8.3Hz, IH), 2.5 Kdd, J = 8.3, 15.2Hz, 
IH), 2.31(dd, J = 8.3, 15.2Hz, IH), 1.20(8, 3H), 
1.18(8, 3H). 


46 


oco 


4-F-Ph 


8.05(dd, J = 5.3, 8.6Hz, 2H), 7.87(s, IH), 7.84(d, 
J = 8.9Hz, IH), 7.16(t, J = 8.6Hz, 2H), 6.45(d, J 
= 8.9Hz, IH), 5.96(br8, IH), 5.79(br8, IH), 
4.63(8, IH), 4.36(d, J = 11.2Hz, IH), 4.16(d, J = 
11.2Hz, IH), 4.00(d, J = 8.6Hz, IH), 3.58(d. J = 
2.OH2, IH), 2.96(q, J = 8.6Hz, IH). 2.51(dd, J = 
8.6, 13.2Hz, IH), 2.32(dd, J = 8.6, 13.2Hz, IH), 
1.19(8. 3H). 1.18(8, 3H). 


47 


OS02 


Et 


7.89(s, IH), 7.87(d, J = 7.6Hz. IH), 6.54(d, J = 
7.6Hz, IH), 5.97(ddd, J = 2.3, 3.0. 5.6Hz, IH). 
5.78(br8. IH), 4.55(s, IH). 4.18(d. J = 10.2Hz, 
IH), 4.07(d, J = 10.2Hz, IH), 4.02(d, J = 7.9Hz, 
IH), 3.56(d. J = 2.3Hz. IH), 3.18(q, J = 7.3Hz, 
IH), 2.91(dq, J = 2.3, 7.9Hz, IH), 2.49(ddd, J = 
2.3, 7.9, 13.9Hz, IH), 2.27(ddd, J = 3.0, 7.9, 
13.9Hz, IH). 1.44(t, J = 7.3Hz, 3H), 1.16(8, 3H), 
1.12(s, 3H). 


48 


OS02 


4*i' •irn 


7.24(t, J = 8.9Hz, 2H), 6.49(d, J = 9.6Hz. IH). 
5.94(dt, J = 1.7. 2.6Hz, IH), 5.73(d. J = 2.6Hz, 
IH), 4.48(6, IH), 3.96(d. J = 8.3Hz, IH), 3.93(d, 
J = 9.9Hz, IH). 3.89(d, J = 9.9Hz, IH), 3.47(d, J 
= 2.0Hz, IH). 2.80(dt, J = 10.9, 8.3Hz, IH), 
2.39(ddd, J = 2.6, 8.3, 15.5Hz. IH), 2.17(ddd, J 
= 1.7, 10.9, 15.5Hz, IH), 1.07(s, 3H), 1.05(s, 
3H). 



[^Jg^j4 9] 2-^5^;i'-2- (8-:^ ho- 3 a, 4, 5, 9 b- 



O2N 
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MMM 2 5 (Dit-^m 2 0 0 m g <^i^^X5^;i/ 5 m 1 \zmM h . 4 

m Smx^jl-: ^^y-;U=2 : 1) Umit^^l 2 3m 

*H-NMR(CDCl3) 8 m : 8.01(brs, IH), 7.81-7.77(m, 2H), 7.45(s, IH), 
6.90(d, J = 9.9Hz, IH), 6.38(brs, IH), 5.97-5.95(m, IH), 5.74-5.72(m, 
IH), 4.00(d, J = 8.6Hz, IH), 3.52(brs, IH), 3.47(dd, J = 7.3, 14.2Hz, 
IH), 2.47-2.37(m, IH), 2.27.2.22(m, IH), 1.24(s, 3H), 1.17(s, 3H). 

[^MF!J5 0] 2- (8--hn-3a. 4, 5, 9b-5=-h^hKn 
-^H-iy^u^y^ [c] ^yU>-4 — nV) -7°okf;PT^>(D 



3 2 m g ^tt^cc ^l^ttfii^OTl^^-ro 
*H-NMR(CDCl3) 5 ^it : 7.90-7.85(in, 2H), 6.54(d, J = 9.5Hz, IH), 
5.89-5.87(m, IH), 5.75-5.73(m, IH), 3.98(d, J = 7.9Hz, IH), 3.68- 
3.53(m, IH), 3.26-3.16(m, IH), 2.87-2.78(m, IH), 2.45-2.32(m, 2H), 
1.75-1.65(m, 2H). 
mmmsi] N- [2- (8--hD-3a, 4, 5, 9h-^h^ 
t Hp- 3H->'^D^>i$' [c] +yU>-4 — (JV) -x^;H - 
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O2N 




N 
H 



O 

X 



Me 



mmm5 0<Di\:'^^4 Omg*5<i:tKhUX5^;i/y^>0. 0 4m 1 ^ 

>^p^^;i/:1n;i/At^ h 2m 1 my^mmo. 6 2m 1 ^m^Tzo 

*H-NMR(CDCl3) 6 fii : 7.90(s, IH), 7.86(d, J = 8.9Hz, IH), 6.57(d, J 
= 8.9Hz, IH), 5.92-5.89(in, IH), 5.79-5.74(m, IH), 5.29(brs, IH), 
3.95(d, J = 7.9Hz, IH), 3.63-3.44(m, 2H), 3.35-3.23(m, IH), 2.84- 
2.78(m, IH), 2.46-2.28(m, 2H), 2.01(s, 3H). 

&rf. mmm5 1 hmmizLxmrnm^ 2-6 siz^tit^'^^mm 
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m 8 



O2N 






Z 




»H-NMR(CDCla) 6 : 


62 


NHCO 


Me 


7.86(8. IH), 7.83(d, J = 9.9Hz, IH), 6.63(d, 
J = 9.9Hz, IH), 6.22(br8, IH), 5.82-5.80(m, 
IH), 5.78-5.75(m, IH), 5.10(brs, IH), 
3.95(d, J = 8.3Hz, IH), 3.62(dd, J = 7.9, 
14.2Hz, IH), 3.30(m, IH), 2.93-2.81(m, 
IH), 2.52- 2.42(m, IH), 2.31-2.28(m, IH), 
1.97(8, 3H), 1.06(8, 3H), 1.01(8, 3H). 


53 


NHCO 




7.86(8, IH), 7.83(d, J = 9.9Hz. IH), 6.62(d. 
J = 9.9Hz, IH), 5.96-5.94(m, IH), 5.78- 
5.76(m, IH), 5.65(br8, IH), 4.97(br8, IH). 
3.96(d, J = 8.3Hz, IH), 3.69(dd, J = 8.3, 
14.5Hz, IH), 3.24(d, J = 2.0Hz, IH), 2.93- 
2.82(m, 3H). 2.64-2.44(m, IH), 2.38- 
2.27(m. IH), 1.10(d. J = 8.3Hz, 3H). 1.05(8, 


54 


NHCO 


CHjCHMez 


7.86(8, IH), 7.84(d, J = 9.6Hz, IH), 6.63(d, 
J = 9.6Hz, IH), 5.97-5.96(m, IH), 5.95- 
5.94(m, IH), 5.64(br8, IH), 4.97(brs, IH). 
3.96(d, J = 8.3Hz, IH), 3.69(dd, J - 8.3, 
14.2Hz, IH). 3.24(brs, IH), 2.89(dd, J = 
5.3, 14.5Hz, 2H), 2.53-2.44(m. IH), 2.38- 
2.30(m. IE). 1.12(8, 3H). 1.10(s, 3H), 
1.05(d. J = 7.9Hz, 3H), 1.04(8, J = 7.9Hz, 
3H). 


55 


NHCO 




7.86(8. IH), 7.83(d, J = 9.9Hz, IH), 6.65(d. 
J = 9.9Hz. IH), 6.10-6.06(m. IH), 5.97- 
5.95(m, IH), 5.77-5.75(m, IH), 5.16(br8, 
IH), 3.95(d. J = 7.9Hz, IH), 3.65(dd, J = 
8.25. 14.5Hz, IH), 3.22(d, J = 2.31Hz, IH). 
2.96-2.82(m, 2H), 2.54-2.49(m, 2H), 2.36- 
2.28(in. 2H), 1.13(8, 3H). 1.07(8, 3H), 
1.02(8, 3H). 
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56 


NHCO 


Ph 


7.86-7.83(m. 2H), 7.75(d, J = 8,3Hz, 2H), 
7.51-7.38(m. 3H), 7.12(br8. IH), 6.70(d, J = 
9.2Hz, IH), 5.98-5.95(m, IH), 5.79.5.77(m, 
IH), 5.35(br8, IH), 3.94(d, J = 6.9Hz, IH), 
3.78(dd, J = 7.9, 14.2Hz, IH), 3.39(8, IH), 
3.20(dd, J= 5.6, 14.2Hz, IH), 2.51-2.43(m. 
IH), 2.34-2.25(m, IH), 1.15(b, 3H). 1.09(e, 
3H). 


67 


NHCO 


-<yo 


7.89-7.77(m, 4H), 7.65-7. 57(in, 4H), 7.49- 
7.36(in, 3H), 6.68(d, J = 8.9Hz, IH), 6.42- 
6.38(in. IH), 5.97(br8, IH), 5.79(brs, IH), 
5.06(in, IH), 3.95<d, J = 7.6Hz, IH), 
3.87(dd, J = 8.3, 14.5Hz, IH), 3.38(d, J = 
2.3Hz, IH), 3.19(dd, J = 5.6, 14.5Hz, IH), 
2.92-2.86(m, IH), 2.56-2.48(m, IH), 2.36- 
2.27<m, IH). 1.16(8. 3H), l.lKs, 3H). 


58 


NHCOCO 


OEt 


7.86(8, IH), 7.84(d, J = 6.9Hz, IH), 
7.83(brs, IH), 6.62(d, J = 6.9Hz, IH). 6.00- 
5.98(m. IH). 5.97-5.95(m. IH), 4.64(br8, 
IH), 4.39(q, J = 7.3Hz, 2H), 3.96(d, J = 
7.6Hz, IH), 3.60(dd, J = 7.9, 14.2Hz, IH), 
2.96-2.84(m, IH), 2.52-2.43(m, IH), 2.33- 
2.24(m, IH), 1.38(t, J = 7.3Hz, 8H). 1.11 (b, 
3H), 1.08(8, 3H). 


59 


NHSOj 


Me 


7.74(8, IH), 7.70(d, J = 8.9Hz, IH), 6.45(d. 
J = 8.9Hz, IH), 5.58-5.67(m, IH), 5.68- 
5.66(m. IH), 4.76(t, J = 6.9Hz, IH), 
4.57(brs, IH), 3.88(d, J = 7.9Hz, IH), 
3.42(d, J = 1.7Hz. IH), 3.09(dd, J = 6.9. 
13.5Hz, IH), 2.95(dd, J = 7.3, 13.5Hz, IH), 
2.87(8. 3H), 2.86-2.75(m, IH), 2.41.2.36(m, 
IH), 2.22-2.13(m, IH), 1.00(8, 3H), 0.97(8, 
3H). 


60 


NHSO2 


£t 


7.84(6, IH), 7.80(d, J = 8.2Hz, IH), 6.64(d, 
J= 8.2Hz, IH), 6.62-6.52(m, IH), 5.96(br8, 
IH), 5.76(brB, IH). 5.20(br8, IH), 3.99- 
3.96(m, IH), 3.66(br8, IH), 3.51.2.87(m, 
5H), 2.53-2.49(m. IH), 2.28-2.18(m, IH), 
1.35(t, J = 7.3Hz, 3H), 1.06(8, 3H), 1.03(8, 
3H). 


61 


NHSOj 


4-F.Ph 


7.89-7.83(m, 4H), 7.22-7. 16(m, 2H), 6.67(d, 
J = 9.6Hz, IH), 5.97-5.95(m, IH), 5.75- 
5.73(111. IH). 4.88(t, J = 7.6H2, IH), 
4.60(br6, IH), 3.96(d, J = 7.9Hz, IH). 
3.48(br8, IH), 3.00-2.83(m, 2H), 2.44- 
2.34(m, IH), 2.23-2.14(m, IH), 1.06(s, 3H), 
1.03(8. 3H). 
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62 


NHSO2 


4-Cl-Ph 


7.87-7.80(ni, 2H), 7.77(d, J = 8.6Hz, 2H), 
7.48(d, J = 8.6Hz, 2H), 6.66(d, J = 9.6Hz. 
IH). 5.97-5.95(in, IH), 5.75-5.73(m, IH). 
4.80(t, J = 7.3Hz, IH), 4.56(br8, IH), 3.95(d, 
J = 7.9Hz, IH), 3.47(d, J = 2.0Hz, IH), 3.01- 
2.28(m, 3H), 2.24-2.35(m, IH), 2.22-2.17(m, 
IH). 1.06(8. 3H). 1.03(8. 3H). 


63 


NHSO2 


4-AcNH-Ph 


7.84-7.80(ia, 2H), 7.75(d, J = 8.6Hz, 2H), 
7.58(d, J = 8.6Hz. 2H), 6.52(d. J = 9.6Hz, 
IH), 5.93.5.91(m, IH). 5.73-5.71(in, IH), 
5.00<t, J = 7.3Hz, IH). 4.63 (s, IH), 3.91(d, J 
= 7.9Hz. IH). 3.43(8, IH), 2.88-2.80(m. 2H). 
2.43-2.34(m, IH). 2.22-2. 13(in, IH), 2.05(8, 
3H). 1.03(8, 3H). l.OKs, 3H). 



P-3a, 4, 5, 9 b-'T-h^fc Ho- 3H-v^o^>^ [c] ^ 




-i V i^yy^^ y -j^n 0 . o s m i ^sp^fcc ^^a-r s o ^rMi^ 

1 : 1) ^^^{k^tie 2mg^#;to i^m^^^.TlZm'Tc 

»H-NMR(CDCl3) 6 {it : 7.84-7.80(in, 2H), 6.60(d, J = 9.23Hz, IH), 
5.96(brs, IH), 5.78(brs, IH), 5.20(brs, IH), 4.51-4.40(m, IH), 4.18- 
4.07(m, IH), 3.95(d, J = 7.3Hz, IH), 3.77(brs, IH), 3.56(dd, J = 7.9, 
14.5Hz, IH), 3.34(s, IH), 2.93-2.84(in, 2H), 2.53-2.43(m, IH), 2.32- 
2.23(in, IH), 1.12(s, 3H), 1.10(s, 3H), 1.02(d, J = 5.9Hz, 3H), 1.00(d, J 
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= 5.9Hz, 3H). 

mmm e 4 tmmzLxmmm 65-72 iz^-nt-^m^mm 

^ 9 



02N 






Z 


R8 


iH-NMR (CDCla) 5 : 


66 


NHCONH 


3-Me-Ph 


7.83-7.79(m. 2H). 7.23-7.17(m, 3H). 
7.04-6.87(m, 2H), 6.57(d. J = 8.3Hz, IH), 
6.32(br8, IH), 5.98-5.96(m, IH), 5.80- 
5.78(m, IH), 5.02-5.0l(m, 2H), 3.95(d, J = 
7.6Hz, IH). 3.58(dd. J = 7.6, 14.2Hz. IH). 
3.37(d, J = 1.3Hz. IH), 3.00(dd, J = 5.6, 
14.5Hz, 1H>. 2.89-2.82(ni. IH), 2.53-2.43 
(m, IH), 2.30-2.24(in. IH). 2.30(6, 3H), 
1.03(8. 3H), 1.01(8. 3H). 




JNxlL/IJiNxl 




7.7l(d. J = 2.3Hz. IH), 7.62(dd. J = 2.6. 
9.2Hz. IH). 7.48-7.37(m. 2H), 6.46(d, J = 
8.9Hz, IH), 5,94-5.92(m, IH). 5.81-5.79 
(m, IH), 5.73(t, J = 5.9Hz, IH). 4.86(brs, 
IH), 3.93(d, J = 6.9Hz, IH), 3.49-3.4l(m. 
2H), 3.27(dd, J = 7.3, 14.8Hz, IH), 2.94- 
2.87(in. IH), 2.55-2.47(m. IH), 2.37- 
2.28(m. IH). 1.12 (s. 3H). 1.06(8. 3H). 


67 


NHCSNH 


Me 


7.86(8, IH), 7.82(d, J = 9.6Hz, IH), 6.63(d, 
J = 9.6Hz. IH), 6.01-5.99(m, IH), 5.79- 
5.77(m. IH), 5.19(brs. IH). 4.30(dd, J = 
8.2, 14.2Hz, IH), 3.94(d, J = 8.6Hz, IH), 
3.33(d, J = 2.3Hz, IH), 3.22(dd, J = 4.6, 
14.5Hz, IH), 2.94(d, J = 5.3Hz, 3H). 
1.13(s, 3H), 1.07(s. 3H). 


68 


NHCSNH 


Et 


7.86(8, IH). 7.83(d, J = 9.6Hz, IH). 6.63(d. 
J = 9.6Hz, IH), 5.99(brs, IH), 5.89(br8, 
IH), 5.79-5.70(m, 2H), 5.21(br8. IH). 
4.34-4.26(m, IH), 3.94(d, J = 7.6Hz, IH), 
3.32(q, J = 7.3Hz, 2H), 3.24(dd, J = 5.0, 
14.5Hz, IH), 2.88-2.82(m, IH), 2.53-2.44 
(m, IH), 2.33-2.24(m, IH), 1.22(t, J = 
7.3Hz. 3H). 1.13(8. 3H), 1.06(8, 3H). 
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69 


NHCSNH 




7.83(8, IH), 7.82(d, J = 9.0Hz, IH). 6.44(d. 
J = 9.0Hz, IH), 5.98-5.97(m, 3H), 5.25 
(brs. IH). 4.28-4.08(m, 2H), 3.93(d. J = 
835Hz, IH), 3.34(brs. IH), 3.23(dd, J = 
5.0, 14.5Hz, IH), 2.88-2.8l(m, IH). 2.52- 
2.42(m, IH), 2.33-2.27(m, IH), 1.19(d, J = 
6.6Hz, 3H), 1.17(d, J = 6.6Hz, 3H), 1.12(s, 
3H). 1.06(8. 3H). 


li) 






I.OO l.OOUIl, Atl/, D.04U1, O — O.OX1.Z, IXiy, 

6.02-5.98(m, IH), 5.79-5.77(in, IH). 5.68- 
5.63(m. IH). 5.20(brs. IH). 4.26(dd, J = 
8.3. 14.2H2, IH), 3.95(d, J = 9.6Hz. IH). 
3.65-3.54(m, IH). 3.32(d, J = 2.0Hz, IH), 
3.2l(dd, J = 4.6, 14.2Hz, IH), 2.89-2.78 
(m, IH), 2.53-2.43(m, IH). 2.33-2.24(in, 
IH), 1.96-1.92(m, 2H), 1.76-1.68(ni, 2H), 
1.35-1.15(m. 6H). 1.12(s. 3H), 1.06(s. 3H). 


71 




ra. 


7.43(m. 2H), 7.35(d, J = 7.6Hz, IH), 
7.17(d, J = 7.6Hz, 2H), 6.68(d, J = 8.6Hz, 
IH), 6.17(brB, IH), 5.99(brs, IH), 5.78 
(brs, IH), 5.07(brs, IH), 4.29(dd, J = 8.6, 
14.5Hz, IH), 3.90(d, J = 7.3Hz, IH). 3.27 
(m, IH), 3.23(dd. J = 4.6, 9.9Hz, IH). 
2.84-2.80(m, IH), 2.50-2.42(m, IH), 
2.30-2.2l(m, IH), 1.03(8, 3H). 0.99(s, 3H). 


72 




4-Br-Ph 

^ X^X X IJ. 


8 01(brs IH) 7 86-7 82(m 2H) 7 54(d J 
= 8.6Hz, 2H), 7.10(d. J = 8.6Hz, 2H). 
6.56(d, J = 9.6Hz, IH), 6.35-6.30(m, IH), 
6.00-5.98(m. IH), 5.79-5.77(m, IH). 
5.00(brs, IH), 4.25(dd, J = 7.9, 14.2Hz, 
IH), 3.50(d, J = 7.9Hz, IH), 3.32-3.24(m, 
2H), 2.84(<i, J = 8.2Hz, IH), 2.28-2.41(in, 
IH), 2.32-2.23(m, IH). l.04(s, 3H), 1.03(s, 
3H). 



C^JS^!l7 3, 7 4] 4- (2 -^^>7.;i/:7^ x^;i/) — 8 - 
::ihP-3a, 4, 5. 9 b -t" t Fo- 3 H-'>i7D^>r$^ 

[c] ^yu> (IISgl^!l7 3) ^J^ZS4- i2 - ^^>7.)iy^:::.)V— 
X5^;U) — 8 --hP- 3 a, 4, 5, 9 b --x h ^ b H o - 3 H- v 
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: p^^^y— ;i/= 9 : i) xmrnv. mmm7 scoit-ti^^i 3. sm 

7 3 : »H-NMR(CDCl3) <5 fit : 8.07-7.80(m, 2H), 6.53(dd, J = 
1.3, 8.9Hz, IH), 5.89(brs, IH), 5.74(brs, IH), 4.00(d, J = 9.6Hz, IH), 
3.66-3.56(m, IH), 2.99-2.80(m, 3H), 2.68(s, 3HX 20/33), 2.64(s, 3HX 
13/33). 

7 4 : ^H-NMR(CDCl3) d m : 7.91(s, 2H), 7.87(d, J = 8.6Hz, 
IH), 6.43(d, J = 8.6Hz, IH), 5.91(brs, IH), 5.76(brs, IH), 4.02(d, J = 
9.2Hz, IH), 3.80-3.71(m, IH), 3.29-3.10(m, 2H), 3.00(s, 3H), 2.88(ddd, 
J = 2.6, 8.5, 16.2Hz, IH), 2.53-2.43(m, IH), 2.30(dd, J = 8.5, 16.2Hz, 
IH), 2.17-2.09(m, 2H). 
L^MWf\7 5] 4- [2- {4-yjV^ti-^>iL>7.)ly:i-z:jl) - 
1, 1' -'J^^)U-J1^}1'\ -8-Xh>n-3a, 4, 5, 9h-^ 
h^b Ha- 3H-'>^D^>^ [c] ^/UXDSSJit 
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1 6 m g ^mtzo mmM^&.r\z^-ro 

*H-NMR(CDCl3) 6 ffl : 7.88-7.83(m, 2H), 7.31-7.21(in, 2H), 6.80(d, 
J = 7.3Hz, IH), 6.73(dd, J = 3.3, 8.3Hz, IH), 6.59(dd, J = 3.6, 9.2Hz, 
IH), 6.42(brs, lHXl/2), 5.99-5.96(m, IH), 5.76(brs, IH), 5.49(brs, IH 
Xl/2), 5.49(brs, lHXl/2), 3.99(brs, IH), 3.89(d, J = 13.9Hz, lHXl/2), 
3.77(d, J = 14.2Hz, IHX 1/2), 3.63(d, J = 2.0Hz, IHX 1/2), 3.46(d, J = 
2.0Hz, IHX 1/2), 2.98-2.84(m, IH), 2.66(d, J = 14.2Hz, IHX 1/2), 
2.58(d, J = 13.9Hz, IHX 1/2), 2.66-2.44(m, IH), 2.30-2.15(m, IH), 
1.45(s, 3HX1/2), 1.40(s, 3HX1/2), 1.29(s, 6HX1/2). 

4, 5. 9 b--xh^bHa-3H-'>^n^>^ [c] U>— 4 




il»y 3 0 (DWL'^m 1 0 0 m g ^^XS V U X^;i/T a > 4 0 xi 
^5^;i/7tN;i.AT^ H 5m 1 {cJ^^L, ^^i^^:^U'^A9 Smg&Jp^ 

yT^v'^AT^^^L, nm.^m±-rm^\^fz.. m^^^i^Utl^^Jltf^y 
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10:1-9:1) T^tmU, ^M^k^il^S 4mg^t#rco <^mm^&. 

»H-NMR(CDCl3) 6 m : 7.87(s. IH), 7.86(d, J = 6.9Hz, IH), 6.57(d, J 
= 6.9Hz, IH), 5.99-5.94(in, IH), 5.79-5.75(m, IH), 4.47(brs, IH), 
3.97(d, J = 8.3Hz, IH), 3.44(d, J = 2.0Hz, IH), 3.24(d, J = 4.2Hz, IH), 
2.93-2.81(m, IH), 2.84(d, J = 4.2Hz, IH), 2.53-2.40(m, IH), 2.34(s, 

3H), 2.34-2.23(m, IH), 1.10(s, 3H), 1.06(s, 3H). 

[|IWiI7 7] 2-^5^;P— 2- (8-— hD-3a, 4. 5, 9b- 
'Th^\^]^n- 3H-zy^n^>^ [c] 4^/ U >— 4— T ;i') —^u 
A° >— 1 — 



O2N 




^M^J7 6(D^b^^l 3 4mg<£rp<^y-;i/<h-7^h^t FD7^>CD 
^I'&Jt?^ 15ml \zmM b . 2 mol/l 7Kmit± hV^ AT^^mm 15ml 

T>tn'^A7Kt^fi^i5j;n^2mol/l:^i?^UB^i?14i:L, g^^X5^;W^ 
hif^y-(- mitimm '\^-tl->:B^^X5^;i/=4 : l'-^^1t>: 

i^^xg^;i.= 2 : 1 ~^=^^iJ-> : i^^x5^;i/= 1 : 1) x^mmv. mm 

*H-NMR(CDCl3) 6 m : 7.88 (s, IH), 7.88-7.83 (m, IH), 6.52 (d, 
J=8.6Hz, IH), 5.96 (brs, IH), 5.78(brs, IH), 4.39 (brs, IH), 4.00 (brd, 
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J=8.9Hz, IH), 3.53 (d, J=1.7Hz, IH), 3.03-2.86 (m, 3H), 2.52-2.42 (m, 
IH), 2.29-2.20 (m, IH), 1.14 (s, 3H), 1.07 (s, 3H). 

^yh ARM^omm : 11 mm<Dm\i sD^yh ^mMmmm. 3 

Bgl:iMir:ili^JSm, ^r^Vfz-ETmmm (lOinMTris,lmM 
EDTA,5mM DTT,10mM U 'fy'ym^ h U A, pH7.4) "fl^HIlRL 

i^i-^XLTZo CKDJtc^rv'^-h^ lOO.OOOXg, 60 4'CT@M'il> 

^ISm -:^fcHP5^7.h7.5=-0> (DHT) \t ^H-T (2.5nM) CD^Jg 

1.5ml ^a. — :/(3jPA> ^ e){::200/xgARF^SP;^T§$IW»^ 100 
IJ.lt l^fzo 4'CT2B#^l-r >^^^— htt, 0.05%-x^7> ^^>T70- 
1.0%S^4^m^^S300Ml^^lO^T, ^4^1?$ e>(c 15 >^=lk 

— hUT5j5i^^(D8H-T^®«i^*Lfco 4*^ 2,500rpm, 5 :$^'rBlM^i:^ 
(%) ^O'i^^-^^'&Pfl^ffi^CDyDlf h(probit)^tfft; 

=fc D 5 0 xmmmm ( i c^o) ^^mu/io 
m^mm^ (%) = ioox [i - (a-c) / (b-c) ] 



Patent provided by Sughrue ^lon, PLLC - http;//V/ww.sughrije,co5Ti 



wo 01/27086 



45 



PCT/JPOO/07007 



c : DWr mmi^yzfJKDWcH^ik en-T+DHT : #4#M6*Ii^'&S) 
ffi^t6*Ji^'a-RaW^ (RBArRelative Binding Affinity) J/tl^TO)"^^ 
(Endocrinology 138, 863-870, 1997) » 

RBA=ioox (A-r HD^>'7;u^5 Koicj / (^^Bm-^^® 

IC50) 



^1 0 





RBA 




4751 


mrnm ? 


65 


mmm 1 9 


57 


mmm 21 


74 


mmm 2 9 


75 


^jfi0^j 3 5 


236 


mmm 3 9 


829 


Hifi^il 4 0 


96 


m&m 5 2 


478 


5 3 


55 


mmm 5 9 


2288 


mmm e 0 


814 


HJfiM 6 1 


169 


mmm e 3 


580 


^iSM 6 4 


298 


mmm e s 


491 


6 9 


244 


mmm 7 e 


131 




100 
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30ing/kg) ^ o.5%}'^^)i^±)vu'-:^mwzmmv. 1 B 1 iHi 1 mmM 



mil 









mg/^*:S(100g) 


imm^-^ 




lE'^Mm (sham) 


lOOill 




8±2 


mmm i sog/kg 


18±4** 


1 SOng/kg 


26 ±3" 



MeaniSD *p<0.05. **p<0.01 on Dunnett's /-test. 



mi 2 







8 mm^^ 

lE^^M (sham) 
mmm 1 Sng/kg 

mmm i song/kg 


104±22 
8±1 
52 ±8" 
97±14** 



Mean±SD *p<0.05, **p<0.01 on Dunnett's /-test. 

mmm i (Dit^mt. mm^^-r^ z.t\z^<oi mmx-Mmmizmi^ 

mmms] mmmHi (orx) '7yh-v(DmiLm<Dmmmi}mm 
8 mmm s d ^ h izmM^mmm^mLrc. mm: s s g ct d ^^ej^b 

-^i^ (.mmmeo. SOrngZ-kg) Sr5%>?^5^;i'X;i/3jN+5>F^^ 
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mi3 





mg/**:MlOOg 


iE^>pr!^(Sham) 
ORX >t*fig<py(Vehicle) 

30mg/kg 


103 ± 12 
10 ± 1** 
21 ± 2** 



Mean±SD **p<0.01 on dunnetf s t-test(vs Vehicle) 
'^p<0.01 on unpaired f-test(i/s Sham) 



mmm4i mmmm (orx) ^^ywcDm^Lmo^mmmuai^m^isJ: 
1 2mmmsD^y hizmmmmm^rnvrco wr^^u^om^Mm 

ib'&^Ji^fc KD-T^X h7.^n> (DHT, lOmg/kg) 43J;tJ^*^ 

'^m-t^)-':fmm\zmm\^x. i a iihims S43ir«^> ^T^^-u/t, 

*5tt^#^^^-axM®:iRS{3j;D, #:^«?il^^e (A 1 okaa. 
DCS-6 0 0) T^il^b, 2^^Bm^J|^®#^^JiM'^ffl^l¥ffibfcc 
^^^m 1 4 tc^Tc 
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^14 





mg/<4^Ml00g 


mg/cm 


ORX }kfKg^(Vehicle) 
DHT lOmg/kg 
mWmeO 60mg/kg 


104 ± 18 

9 ± 2^ 
150 ± 
56 ± 13** 


132 dt 5 
124 ± 5^ 

131 ± 7 

132 ± 7* 



MeandbSD *p<0.05. **p<0.01 on dunnett's ^-test(vs Vehicle) 
"*^p<0.01 on unpaired t-test(i<s Sliam) 

B#{c 1 B 1 HI 1 jir^^i^^^^bf^., ^mMit^mt o.5%p^^;i'-fe;i/o 

T P \Z.i:^miLB<Dmmmmz1^-t^:^mmt^!^(DAR 7 >^ n^'-T. 
^15 





mg/'|:*:Ml00g 


mmm q 
mmm 19 
mmm\ 40 


15.7 ± 18 

80.4 ± 13.7 

60.5 ± 10.7* 
58.2 ± 17.7** 
55.9 ± 6.3** 



MeaniSD *p<0.05, **p<0.01 on Dunnett's f-test 

mmm9. 19, 4 0(Dit'^mtTP(Dim^mMizmmi'. mnrz 
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mmmi] mm 

mmmioit^m 2mg 

mW 4 8mg 

?LIS 3 0mg 

^^•ir;l/D— X 1 5mg 

p^5^;Hr;i/a— X 3mg 

7.T-T'J>®?'7iy'^^v"^A 2mg 

1 0 Omg 

^mMKDit-^m 2 me 

mm 3 8mg 

%m 5 0 m g 

^^-fe;PD-7. 8mg 

7.5=-TU >^-7^^-'>':7A 2mg 

^* 1 0 0 m g 



ii'fy^x^m^(DAR^^Lrcmm<D^p3^^zsfh-m^no:ih^^x^^. 



Patent provided by Sughrue Mion, PLLC - http;//V/ww.sughrije,co5Ti 



wo 01/27086 



50 



PCT/JPOO/07007 



1. ^ : 




2, 0> SSfc«NR^ (^4^, R^f«S:LTtfjfHR''<h|WlD^i*^^ 
0~2(DMI^^ab, Yfi^m^l~9(DT;m^;i/», 3-7 CD 
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To ) -efiJ^^nTv^Tfe<iv^i^m^i~9(Dy;i'^i/>S^^b> z 

(Sm^^. -0-. -OCO-. -OSO2-, -S-, -SCO-, 
-so-, -SO2-, -NR^-, -NR^CO-, -NR^SOg-, - 
NR^CONH-. -NR^CSNH-, - N R«C O O - N R^ 

COCO- R^\-i7\cmm^. mm^i--9<DTji^jm. mm 
—)vm R"'itmm^i'-'9(Dyji^)]/m. mmmi^9(D7)i 

3^'>S, /\uy>mi^. =-hum. TU-;i/S, NR"R»2 (^fp. 

R'':$5j^ZSR'^t^n^tmiLLXmt^R' tmcM^^^-To ) , tl 

~>T/S> x;i/:7T^-r;PS, ^mici ~4cc»|gjtej!^x;i^:7T^-r;i'S, 

Tju^ji'S, ;\uy>mi='. m^i^vjim. ^rMR'^xmrn-^nxi^^ 
Tfej;(/^TU-;us (^4^, R'^itniLi^xmsd.R'° tmcMm^m 
To ) ^^To rcfe'L, z^^miiB^(Dm^\z(D^R^t/\u^'>m^^ 
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